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ABSTRACT: Objectives: The purpose of this analysis was to assess, from the patients’
perspective, the effectiveness and relative safety of tramadol as an off-label antidepressant
and to determine if patients’ views and experiences are consistent with the biomedical
literature. Method: A data mining approach was used to analyze databases available at
drugs.com. Results: Tramadol was reported to be an effective or very effective
antidepressant by 94.6% of patients (123/130) who provided ratings submitted to User
Reviews for Tramadol to Treat Depression (https://www.drugs.com/comments/tramadol/
for-depression.html). When compared to 34 other antidepressants in the database titled
Drugs Used to treat Depression (https://www.drugs.com/condition/depression.html), for

which there were >100 individual reviews for each drug, tramadol was rated as being the

most effective (effectiveness rating = 9.1/10). Phenelzine (effectiveness rating = 8.7/10) was the only other antidepressant having
>100 individual reviews coupled with a very high (8.0—10.0) effectiveness rating. Eleven patients reported significant symptoms of
withdrawal upon cessation of tramadol, and five patients reported loss or reduction of libido as a side effect. Most (57/72, 79.2%)
patients who reported a dose consumed experienced relief from depression at low therapeutic doses (25—150 mg/day). Fourteen
patients reported taking this antidepressant for S—10 years, and four patients reported taking tramadol for 10 or more years. Results
demonstrated that most patients’ comments and beliefs are consistent with the biomedical literature. Conclusions: Patients’ reviews
coupled with a survey of the biomedical literature indicate that at low therapeutic doses in the absence of interactions with other
drugs, adult patients found tramadol to be a generally safe, effective, and fast-acting medication for relief from depression.
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ramadol, a widely prescribed analgesic, is a racemic (1:1)

mixture of (1R2R)- and (1S,25)-2-[(dimethylamino)-
methyl]-1-(3-methoxyphenyl)cyclohexanol) (aka. (1R2R)-
and (18,2S)-tramadol).

(1R,2R)-tramadol (1S,28)-tramadol

The article of commerce is the hydrochloride salt of this
racemate. Its effectiveness as an analgesic is due mainly to the
ability of (1R,2R)-tramadol and its more potent metabolite, the
corresponding (1R,2R)-O-desmethyltramadol (known as M1),
to bind to u-opioid receptors and function as weak, yet effective,
agonists of these receptors in the central nervous system. The
parent racemate also functions as both norepinephrine and
serotonin reuptake inhibitors. Thus, tramadol may be described
as a mixed-function centrally active analgesic. Tramadol
addiction has been reported in individuals who have consumed
high doses for prolonged periods. However, addiction appears to
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be less problematic than for high-affinity opioids such as
morphine, heroin, oxycontin, and fentanyl."

In addition to its use as an analgesic, there is substantial
evidence that tramadol is an effective antidepressant. This
evidence is presented and/or summarized in over 50 citations in
the peer-reviewed biomedical literature in animal models,”** in
humans,” > in the patent literature,”* ™" and in reports
provided by patients.”*™ The World Health Organization
(WHO) Expert Committee on Drug Dependence published a
comprehensive review of the chemistry, biochemistry, and
biomedical aspects of tramadol in 2018." Much of the
background information and review material presented here
concerning this medication is from this reference and references
therein.

The overall objectives of this analysis are to: (1) document,
from the patients’ perspective, the effectiveness of tramadol as an
off-label antidepressant; (2) determine if patients’ experiences
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Table 1. Effectiveness Rating of Tramadol to Treat Depression: Comparison with Other Antidepressants Having 40 or More

Reviews™”
antidepressant number of reviews effectiveness rating
1 tramadol (off-label) 139 9.1
2 alprazolam 93 8.8
3 methylphenidate S3 8.8
4 niacin (off-label) 47 8.8
S Parnate 76 8.8
6 phenelzine 102 8.7
6 Nardil 83 8.7
7 Xanax 74 8.7
8 Modafinil (off-label) 54 8.6
9 tranylcypromine 93 8.6
10 amitriptyline 99 8.2
11 L-methylfolate 122 7.8
12 Wellbutrin 257 7.4
13 Deplin 84 7.4
14 Lamotrigine (off-label) 124 7.3
15 citalopram 654 7.3
16 Remeron 144 7.3
17 Seroquel XL 47 7.3
18 Celexa 347 7.2
19 Lexapro 5SS 7.2
20 bupropion 1118 7.1
21 escitalopram 783 7.1
22 fluoxetine 592 7.1
23 Prozac 381 7.1
24 Pristiq 720 7.0
25 sertraline 1071 7.0
26 trazodone 107 6.9
27 desvenlafaxine 768 6.9
28 brexpiprazole 82 6.8
29 Zoloft 545 6.9
30 Rexulti 73 6.8
31 mirtazapine 500 6.8
32 Wellbutrin SR 97 6.8

antidepressant number of reviews effectiveness rating
33 Effexor XR 317 6.7
34 quetiapine 161 6.6
3S paroxetine AN 6.6
36 Abilify 269 6.5
37 aripiprazole 286 6.5
38 nortriptyline 52 6.5
39 Paxil 175 6.4
40 Cymbalta 548 6.3
41 duloxetine 633 6.3
42 venlafaxine 887 6.1
43 Viibryd 554 6.1
44 vilazodone 572 6.1
45 Trintellix 530 6.0
46 vortioxetine 769 5.9
47 Zyprexa S8 5.8
48 Effexor 322 5.5
49 olanzapine 120 S.S
50 Risperidone (off label) 43 S4
S1 Fetzima 81 4.5
52 levomilnacipran 90 4.5

“10 = most effective, 1 = least effective. Data abstracted from ref 60,
which contained information for a total of 101 antidepressants, not
the 188 that is incorrectly listed. “The following are brand names and
generic name pairs for many of the drugs appearing in this table:
Xanax and alprazolam, Parnate and tranylcypromine, Nardil and
phenelzine, Deplin and L-methylfolate, Celexa and citalopram,
Remeron and mirtazapine, Seroquel XL and quetiapine, Lexapro
and escitalopram, Wellbutrin SR and bupropion, Prozac and
fluoxetine, Pristiq and desvenlafaxine, Rexulti and brexpiprazole,
Zoloft and sertraline, Effexor (and Effexor XR) and venlafaxine, Paxil
and paroxetine, Abilify and aripiprazole, Cymbalta and duloxetine,
Viibryd and vilazodone, Trintellix and vortioxetine, Zyprexa and
olanzapine, Fetzima and levomilnacipran.

and beliefs about this medication are consistent with the peer-
reviewed biomedical literature; and (3) assess the relative safety
of low-dose tramadol.

B METHODOLOGY

Selection of the Medical Social Media Website Used in
This Analysis. The informational website https://www.drugs.
com/** was selected for this analysis. Embedded within this
website are two databases:*”%" one containing a discussion
forum specifically addressing tramadol as an off-label medication
for depression,” and the other comparing tramadol to 101 other
antidepressants.”’ Although the United States Food and Drug
Administration (US FDA) recommends®’ this website, com-
ments by individual respondents, descriptions of their
experiences, and opinions posted in the discussion forum are
solely those of the respondents. Similarly, the analyses of these
comments and drug comparisons are solely those of the author.
Therefore, individual comments by respondents, their descrip-
tions of experiences and opinions, and the author’s analysis claim
no FDA endorsement.

Analytical Approach. The discussion forum/database
regarding the effectiveness of tramadol as an antidepressant on
the drugs.com website is titled User Reviews for Tramadol to treat
Depression.”” This discussion forum contained 139 reviews by
patients and descriptions of their experiences with this drug as
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well as their ratings of its effectiveness as an antidepressant. This
discussion forum was last accessed on 09/8/2020, immediately
before this manuscript was submitted for publication. Three
respondents submitted two reviews each. Thus, the total
number of patients involved in this analysis was 136. For the
three respondents who submitted two reviews each, both
effectiveness ratings were included in these analyses.

Data Mining. Data mining typically refers to the process of
using sophisticated computer algorithms to abstract new
information from very large data sets. Here a simpler data
mining analysis was used to abstract information from a
relatively small data set whose analysis was manageable using
an MS Word table, manual data entry, and visual analysis.
Tramadol reviews addressing depression which appear on the
drugs.com website>” were accessed, each respondent was
assigned a patient number in order of their submission starting
with the first patient respondent who accessed this website on 6/
17/2012. A list of anonymous patient respondents and all of
their respective unedited comments and effectiveness ratings
were placed in an MS Word table (Table S-1). Available numeric
data and information regarding other descriptors and queries
were examined, and appropriate information was manually
recorded. Using the “Find” function, several keywords, numbers,
and short phrases were used to locate information relevant to
this analysis in the comments in Table S-1. Depression,
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antidepressant, addiction, dependence, pill, tablet, tolerance,
and suicide are examples of the keywords used. A complete list of
keywords used accompanies Table S-1.

Limitations and Strengths of This Analysis. Tramadol
has undergone rigorous investigation and has received FDA
approval for use as an analgesic.”> The use of tramadol as an
antidepressant has not received such scrutiny. Nevertheless, its
ability to function as an antidepressant has been well-
documented.”” %

Although no substitute for large-scale, well-designed inves-
tigations, patient-reported experiences are important. Thus,
evidence presented by patients on medical social media websites
such as that reported here’* " should not be dismissed or
overlooked as merely anecdotal. Indeed, comments analyzed
here can be regarded as “miniature or abbreviated case reports”
from the perspective of the patient. This type of evidence is
generally regarded as less reliable than peer-reviewed studies.
However, such evidence is considered more robust as the
number of reports increase. Even when a large number of similar
reports occur, it is still necessary be circumspect when
interpreting results. Nevertheless, multiple reports of experi-
ences by patients coupled with corroborating independent
biomedical research results lends credence to both. In almost all
instances, patients’ comments and experiences analyzed here are
discussed coupled with mutually supportive results reported in
the peer-reviewed biomedical literature.

The lack of a comprehensive systematic questionnaire or
survey is a limitation. Except for requesting information about
the length of time patients had taken this medication and the
patient’s rating of its effectiveness, no other pertinent
information was specifically requested by the discussion
forum. Thus, information shared in the comments section was
that deemed important by the patient.

A third issue concerns the composition of the patient
population. Certainly, the respondents are not a representative
sample of the population at large. However, they do represent a
population of individuals who have dealt with depression long-
term, often over the course of many years. With only two
possible exceptions (patients #69 and #116), all appear to have
used tramadol as a treatment for their depression and have
elected to share their unfiltered, practices, attitudes, and
opinions and/or experiences. Rather than a limitation or
liability, this is viewed as a major strength of this analysis.

B RESULTS

Effectiveness of Tramadol as an Antidepressant. Of
101 antidepressants, 34 had >100 individual reviews.®® Of this
group, patients rated tramadol as being the most effective,
having an average effectiveness rating of 9.1 out of 10 (Table 1).
Phenelzine (effectiveness rating = 8.7) was the only other
antidepressant having >100 individual reviews coupled with a
very effective (8.0—10.0) rating.”” When the criteria was
lowered to >40 individual reviews (n = 52), nine other
antidepressants had effectiveness ratings in the 8.0—10.0 range.
These antidepressants included alprazolam (8.8). methylpheni-
date (8.8), niacin (8.8), Parnate (8.8), Nardil (8.7), Xanax (8.7),
modafinil (8.6), tranylcypromine (8.6), and amitriptyline (8.2).
Alprazolam and Xanax, phenelzine and Nardil, and tranylcy-
promine and Parnate are generic and brand name versions of the
same medication, respectively. In each case, the generic and the
brand name versions had very similar effectiveness ratings,
within 0.2 of each other.” Interestingly, a few pairs of generic
and brand name versions had somewhat greater differences for
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medications having antidepressant effectiveness ratings less than
8—10. The greatest difference was for the two brand names
Effexor and Effexor XL and their generic venlafaxine which had
effectiveness ratings of 5.5, 6.7, and 6.1, respectively.

It is also interesting to mention that two of the four other off-
label antidepressants in Table 1 have effectiveness ratings in the
“very effective” range. They include niacin (8.8) and Modafinil
(8.6). Two other off-label antidepressants, Lamotrigine (7.3)
and Risperidone (5.4), had ratings in the “Effective” and “Less
Effective” range, respectively.”

Data for antidepressants with <40 individual reviews was not
considered to be sufficiently robust for comparison.

For tramadol, 117 of 130 individual reviewers (90.0%) rated
this medication as very effective (rating = 8—10) (Table 2). Six

Table 2. Patient Ratings for the Effectiveness of Tramadol to
Relieve Depression

number of patients providing this

patient rating” percent rating
10 66.2 86
9 14.6 19
8 9.2 12
subtotal 8—10 (very 90.0 117
effective)

7 3.85 S
6 0.77

subtotal 6—7 (effective) 4.6 6
S 0.77 1
4 0.77 1
3 1.54 2
2 0 0
1 231 3
subtotal 1—5 (less effective) 54 7
total 100 130

“The average effectiveness rating for tramadol was 9.1 (most effective
= 10, least effective = 1). Data was abstracted from ref 59. The data
presented here was recalculated and the table was slightly modified.
Effectiveness ratings of very effective, effective and less effective are
defined as follows. Patients’ ratings of 8—10 were designated as very
effective. In this group patients indicated that tramadol relieved
depression and typically provided very positive comments about this
medication. Patients’ ratings of 6—7 were designated as effective. In
this group patients’ comments indicated that tramadol relieved
depression but gave it a rating lower than 8—10 because of adverse,
but manageable, side effects. Patient ratings of 1—5 were designated as
less effective based solely on the low numerical rating.

reviewers (4.6%) rated tramadol as effective (rating = 6—7) and
seven reviewers (5.4%) gave it a low (less effective) effectiveness
rating (rating = 1—S5). Six patients provided comments, but did
not provide an effectiveness rating. Thus tramadol was rated as
effective or very effective by 94.6% of those patients who
provided ratings.

Table 3 presents comments from: (1) ten representative
patients who gave very effective rating values (rating 8—10); (2)
all patients who gave effective rating values (rating 6—7); and
(3) all patients who gave low effectiveness rating values (rating
1-5).

Patients who gave tramadol a very effective rating were
effusive in their comments. Among the phrases describing relief
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unscheduled drug. However, monitoring between 2003 and
2009 revealed an increase in the incidence of diversion, abuse
and overdose of this medication, leading Arkansas, Kentucky,
Tennessee, and Wyoming to change the drug from unscheduled
to Schedule IV." The federal government rescheduled tramadol
as a Schedule IV drug in 2014."

Patients’ comments (Table S, entries 1 and m) regarding
addiction to and dependence on tramadol are consistent with
the Critical Review Report: Tramadol' by the World Health
Organization’s Expert Committee on Drug Dependence in
2018, who reported the following: “The development of physical
dependence from tramadol therefore appears dose-related, and
administration of 800 mg/day tramadol leads to similar levels of
opioid physical dependence as 60 mg/day morphine.”" The Expert
Committee further stated that differences exist between high
and low dose use of tramadol and that unlike those who used
high dose tramadol the risks of “..physical dependence and
withdrawal symptoms were lower than prototypic opioid effects...”!
for those who used low-dose tramadol over an extended period
of time. Patients’ reviews analyzed here (Table 6) demonstrate a

Table 6. Dose of Tramadol Consumed by the 72 Patients
Who Reported Dose”

dose
(mg/day) number patient number”

>400 2 #129, #138

400 3 #45, #106, #137

300 3 #7, #135, #139

200 7 #8, #15, #18, #20, #25, #31, #70

150 8 #6, 422, #28, #32, #50, #86, #91, #126

125 1 #98

100 25 #2,#4, %14, #16, #10, 423, #26, 427, #38, #42, #43, #44,
#60, #63, #76, #79, #89, #95, #117, #119, #122, #127,
#133, #134, #136

50 2 #10, #17, #30, #34, #41, #66, #71, #73, #78, #8S, #88,
#93, #99, #100, #102, #104, #110, #112, #121, #123,
#130

25 2 #77, #96

total 72

“Data was abstracted from ref 59. “In some reviews, patients reported
they took varying doses. Patients #96 took 25 or 50 mg/day. Patients
#27, #95, #117, and #127 took SO or 100 mg/day. Patient #8 took
150 or 200 mg/day. Patient #91 took 100 or 150 mg/day. Patient #20
took 100 or 200 mg/day. Patient #129 took up to 800 mg/day but
“tapered down”. Patient #138 took from 100 to 800 mg/day. For the
purposes of this table, the larger values were used except for Patients
#50, #77, and #96. For Patient #50, the lower value was used because
he/she indicated that was the typical dose. For Patients #77 and #96,
the lower value was used because this value (25 mg/day) was
representative of what appeared to be the lowest dose at which
patients found tramadol effective in ameliorating symptoms of
depression. Patient #96 took this medication only 4 days/week.
Patient #89 took 100 mg/day for only 3 or 4 days/week. When
patients reported dose in the number of tablets consumed, each tablet
was considered to be equal to 50 mg.

clear preference (79.2%) for using low doses (25—150 mg/day)
of tramadol to treat depression. This appears to be due to good
medical practice, physicians prescribing the lowest effective
dose, and some degree of self-selection by patients in favor of
low-dose regimens.

Dunn et al.*® recently reviewed and compared the abuse
potential of tramadol with other opioid receptor agonists. It was
concluded “...that tramadol confers an equal or lower risk of abuse
than the opioids to which it was compared, that its greatest risk for
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abuse is when it is being administered via oral formulations to non-
dependent individuals, and that the likelihood it will be abused
appears to decrease as the dose increases or when it is administered
parenterally.” Dunn et al.”* further concluded that “The present
literature therefore suggests that the human abuse potential of
tramadol is different from and lower than other opioid agonists.”
Dunn et al’s” analysis noted that in two of three studies oral
administration of tramadol produced more “..bad effects as the
dose increases...”, and this may be the reason why “...the likelihood
it will be abused appears to decrease as the dose increases..”.”>
Therefore, in the present analysis, it is reasonable to suggest that
the majority of patients (Table 6) consumed a low dose of
tramadol not only because it was effective at low doses but also
because higher therapeutic (and supratherapeutic) doses
produced more adverse (i.e., “bad”) effects.

The recreational abuse and/or addiction to supratherapeutic
doses of tramadol is an important public health issue and
requires appropriate medical and regulatory intervention,
especially in countries where its use is unregulated.’ Discussion
of the addictive and/or dependent nature of tramadol is,
however, confounded by the reality that in an appropriately
supervised clinical setting long-term relief from depression (i.e.,
mood enhancement) is the clinical goal. In such a setting, it does
not seem appropriate to view long-term reliance/dependence on
therapeutic low doses of an effective medication in the same
pejorative context as addictive recreational abuse/use of
supratherapeutic doses. Discussion of addiction and depend-
ence is further confounded because cessation of tramadol in
clinically depressed patients may result in a return of their
depression and other symptoms (i.e., antidepressant discontin-
uation syndrome)®*®® that make it difficult to distinguish from
withdrawal caused by cessation of a drug to which the patient
may be truly addicted.

Physician Awareness and Willingness to Prescribe
Tramadol for Depression and Patients’ Concerns
Regarding Access to Tramadol. As noted in Table §, entries
e and s, patient reviews demonstrated that physician awareness
of and willingness to prescribe tramadol as an antidepressant
varied considerably. Some physicians accepted the patient’s
observations that tramadol relieved their depression and
continued prescribing this medication. Others were less willing
to do so. Tramadol’s documented potential for abuse, the opioid
epidemic, it is reclassification as a Schedule IV drug,1 and a lack
of awareness of its effective off-label use as an antidepressant are
likely reasons many healthcare providers are reluctant to
prescribe this medication for depression. Twenty-nine patients
commented about the unwillingness of healthcare providers to
prescribe, or to continue prescribing, tramadol for depression.
An unfortunate consequence is that denial of this medication
may result in the perception of “doctor-shopping” and be
interpreted as “drug-seeking behavior”, when in reality the
patient is seeking an effective medication for depression. For 18
patients, this did indeed prove problematic when patients
encountered the unwillingness of healthcare providers to
prescribe or renew prescriptions for tramadol to treat
depression. This was/is particularly worrisome for six patients
who experienced or feared a return of suicidal ideation upon
cessation of this medication (Table S, entry t).

A related issue concerns patient—physician communication. A
few patients reported problems or hesitancy explaining to their
physicians that tramadol prescribed for pain actually relieved
their depression because it was feared they would stop
prescribing this medication. Cleary misunderstanding and lack
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of communication is problematic for these individuals. Patients
should be able to communicate their observations to physicians
without fear that an effective medication will be withdrawn.

Other Issues Concerning Possible Adverse Side-
Effects. Misuse, Overdose, and Suicide. Tramadol abuse has
been well-documented and is clearly a problem and a major
reason why it was reclassified as a Schedule IV drug." Equally
well-documented is the involvement of tramadol overdose in
intentional and unintentional suicides." However, there is very
little evidence suggesting that tramadol per se causes suicidal
ideation. Only one short report was found suggesting tramadol
was the cause of depression associated with suicidal ideation in
one patient.’® In the analysis presented here 13 patients reported
tramadol relieved suicidal ideation that was associated with their
depression (Table S, entry t) which is consistent with five
published investigations.”***”***” It should be noted,
however, that current guidelines recommend against prescribing
this medication for patients with existing suicidal ideation.’
This apparent inconsistency requires further scrutiny.

Seizures and the Serotonin Syndrome. Seizures and
serotonin syndrome are the most serious and potentially lethal
complications associated with the use of tramadol./*57% Thus,
it is important to view the risk of these complications in proper
perspective. Seizures and/or serotonin syndrome have been
reported to occur even when therapeutic doses of tramadol have
been ingested.”®”* Idiosyncratic observations like these are
important to consider. Nevertheless, the overwhelming
incidence of tramadol associated seizures and serotonin
syndrome are from overdoses due to suicide attempts,
recreational use/abuse of supratherapeutic doses and inter-
action with drugs (e.g, antidepressants and/or monoamine
oxidase inhibitors) that potentiate the occurrence of these
complications.

The incidence of seizures associated with tramadol has been
estimated to be 0.15 and 0.86%,””"" and reputable drug advisory
sites regard the occurrence of seizures, in therapeutic doses, as
“less common”®" or “rare”,** with one® estimating that the risk
was less than 1%. Furthermore, the Johns Hopkins University
Peripheral Nerve Center®* estimates the risk of seizures due to
tramadol to be less than 1 in 100 000. Finally, the World Health
Organization Tramadol Update Review Report in 2014 stated
that “Rarely, seizures occur at therapeutic doses of tramadol.”*
Patient reviews are consistent with this. Only one patient
(#138)) reported having seizures upon prolonged use of
supratherapeutic doses. The incidence of serotonin syndrome
is not known. However, it appears to be even less frequent than
that of seizures.””’° No patients in this analysis reported having
to deal with serotonin syndrome.

Most reviews by patients indicated that low-dose tramadol
alone was sufficient to successfully treat depression (Table 6).
However, eight patients used tramadol in combination with
another antidepressant (Table S, entry d). Thus, the question
remains, “Is it advisible to prescribe tramadol in combination
with another antidepressant?” Park et al.*® concluded “Tramadol
is only contraindicated in combination with MAQOIs but not other
antidepressants in common use today... Tramadol can be safely
combined with antidepressants; however, monitoring and counseling
patients are prudent when starting a new serotonergic agent or when
doses are increased.”™

Other Potential Safety Concerns. Continued Use. Two
research groups recently reported that some patients who were
tramadol-naive and/or had not used tramadol before surgery
continued consumption of this medication (dose unknown) for
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several months following its use to treat pain after surgery.”**

No information was presented by the authors, in either study,
concerning why patients continued to take this medication.
Thus, in lieu of other information, it is reasonable to suggest that
patients did so under the continued supervision of a physician
who appropriately prescribed tramadol for chronic pain and/or
depression. In the investigation by Thiels et al.,”” it is interesting
to note that in the group (n = 13 519) receiving tramadol only
194 (1.44%) and 78 (0.58%) were considered persistent or
chronic users, respectively. These small numbers and percen-
tages of persistent or chronic users are of interest to the current
analysis when one considers that 460 (3.4%) patients in the
study by Thiels et al.®” were experiencing depression as a
comorbidity prior to surgery. Thus, it is reasonable to suggest
that like many (68/136, 50.0%) of the patients in the analysis
presented here some of the patients in the study by Thiels et al.*’
continued to take tramadol because they too made the
serendipitous discovery of this medication’s effectiveness as an
antidepressant during its use as an analgesic.

All-Cause Mortality. The possible association of tramadol
with all-cause mortality has also been investigated.®””” Assessing
the association of a drug with all-cause mortality is often a
difficult and controversial endeavor. For example, Zeng et al.*’
reported that in a population limited to patients with
osteoarthritis over 50 years of age, all-cause mortality association
was greater for tramadol when compared to naproxen,
diclofenac, celecoxib, and etoricoxib but not with codeine.
However, Felson”' and Manchikanti et al.”* as well as Zeng et
al.*” in their original report and in a response by three of the
authors” noted that “.these findings may be susceptible to
confounding by indication, and further research is needed to
determine if the association is causal.””®> Manchikanti et al.”
further asserted that “...this study was based on a complex statistical
model, had many inconclusive findings and was statistically
underpowered making it far from precise.” A similar conclusion
was reached by Kloppenburg and Berenbaum.”

In another recent investigation, Musich et al,” reported that
a small increase in all-cause mortality and other adverse effects
may be associated with tramadol consumption compared to
nonusers. When compared to other opioids, tramadol users
(older adults (>65)) had fewer adverse event risks. However,
tramadol users had higher risks than patients who did not
consume opioids. Interestingly, Musich et al.” also reported
that a small increase in all-cause mortality was statistically
significant for new users but not for patients taking tramadol
long-term. This is of interest to the current analysis as 55 of 89
(61.8%) patients who reported the length of time they used
tramadol to treat depression report having used this medication
for a year or more, four patients for over a decade.

Other Side Effects. Interference with sleep or fatigue is one of
the side effects thought to be caused by tramadol.®' In the
present analysis, two patients reported that tramadol made them
tired. Only one patient reported that this medication interfered
with sleep. In contrast, four patients reported that they slept well
while taking tramadol, and 19 patients reported that tramadol
made them more energetic. There are a host of minor side effects
that have been associated with tramadol administration.”" The
following side effects were reported by only one patient each:
constipation, headache, nausea if not taken with food, short-
term memory loss upon cessation, and hot flashes at night.
Three patients reported that tramadol helped them to lose
weight. Two patients reported that tramadol helped him/her
quit drinking alcohol, and one patient reported that this
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medication helped him/her quit both drinking alcohol and
smoking.

The analysis provided here shows that, in the patient
population submitting reviews and dose consumed, tramadol
at low doses is an effective medication for most patients. This
analysis also suggests that with regard to the most important and
serious potential adverse side effects tramadol at these low doses
is a generally safe medication. Nevertheless, for some patients,
there may be adverse risks, and idiosyncratic responses have
been reported®®”*#***>7 for this medication. Thus, further
clarification is needed to determine the level and incidence of
such risks, especially the possible differences in risk and adverse
effects (including possible association with all-cause mortality)
within the therapeutic range between low dose (25—150 mg/
day) and high dose (151—400 mg/day) tramadol.

Summary, Conclusions, and Observations. In 139 reviews
written by 136 patients, tramadol was reported to be an effective
or very effective antidepressant for 94.6% (123/130) of the
patients who submitted ratings to drugs.com.”” Significantly,
most (57/72, 79.2%) patients who reported dose consumed
experienced relief from depression at low therapeutic doses
(25—150 mg/day). When compared to thirty-four other
antidepressants in the database titled Drugs Used to Treat
Depression,60 for which there were >100 individual reviews for
each drug, tramadol was rated by patients as being the most
effective (effectiveness rating = 9.1/10) and was one of only two
antidepressants to have a very effective rating (8.0—10.0)
coupled with >100 individual reviews. Patient reviews coupled
with a review of the literature indicate that when taken in low
therapeutic doses under the supervision of a healthcare provider
in the absence of drugs known to cause adverse interactions
(specifically monoamine oxidases and serotonin reuptake
inhibitors) tramadol is a generally safe, effective, and fast-acting
medication for relief from depression. This analysis is transla-
tional in the sense that it provides a rationale and knowledge-
base for physicians to consider including tramadol in the arsenal
of medications available to them for treating depression,
especially in those patients for whom other antidepressants
have not been effective.
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